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MSC Preparation for infusion

Policy

Mesenchymal stromal cells (MSC) for therapeutic application must be stored and prepared for administration by infusion in accordance with this procedure. 
It is preferred that MSC products be infused as soon as possible after thawing and preparation. 

scope

This procedure provides instructions to clinical trial facilities for the preparation of cryopreserved MSC products, supplied by (Insert manufacturer’s name). 
responsibilities

It is the responsibility of (Insert manufacturer’s name) to:

· Manufacture MSC to GMP standards.
· Arrange the transport of cryopreserved MSC to the receiving laboratory. 
· Prepare and pack the shipping container in accordance with Transport DOC46.

· Notify the receiving laboratory of shipment.

· Ensure temperature is logged during shipment.

· Provide product summaries, test results and other appropriate documents.
· Download the temperature logger and provide a copy of the data to the receiving laboratory.

· Provide training in the preparation and administration of MSC, as required.

The receiving laboratory for the treatment centre is responsible for:

· Receiving cryopreserved MSC from (Insert manufacturer’s name) and acknowledging receipt to (Insert manufacturer’s name).

· Unpacking the shipper immediately upon receipt and returning the temperature logger to (Insert manufacturer’s name) for download.

· Storing cryopreserved MSC at less than -1500C.

· Distributing and transporting the cryopreserved or thawed MSC product to the treatment centre.
· Preparing the final product labels.
· Completing and returning required documentation to (Insert manufacturer’s name).

The receiving laboratory or the treatment centre is responsible for:

· Thawing and preparing cryopreserved MSC for infusion, in accordance with this procedure.

· Completing the required information on the final product label.

· Completing and returning required forms to (Insert manufacturer’s name).

Clinical staff at treatment centres are responsible for performing and recording MSC infusion and patient monitoring in accordance with MSC Infusion DOC68 and the treatment centre’s clinical practice.

Receipt 

(Insert manufacturer’s name) will arrange transport of cryopreserved MSC with the receiving laboratory. The receiving laboratory will be notified of the shipment.

On receipt, staff at the receiving laboratory will:

1. Verify the integrity of the outer dry shipper container.

2. Remove the outer container seal, open the outer container and remove accompanying documents.

3. Record the temperature of the attached temperature logger.

4. Remove the inner container (dry shipper) and record weight. 

5. Remove the lock or clip tie seals on the inner container. Note: the lock combination is provided in the accompanying documents.

6. Open the lid. Locate and verify products. Products are in 50mL bags encased in individual metal cassettes. Examine individual products against the packing list and verify integrity of the primary product containers.

7. Immediately transfer the products to a cryogenic storage tank.

8. Complete the Shipping Form FORM59, recording receipt date and time, transport conditions and verification of the packing list.

9. Record storage conditions.

10. Return or fax the completed Shipping Form to (Insert manufacturer’s name).
11. Arrange with (Insert manufacturer’s name) for the return of the temperature logger and, if required, the shipping container.

In the case of shipment failure, ie shipping container temperature > -150oC or damaged primary product containers, the receiving centre is to notify (Insert manufacturer’s name) immediately.

storage
1. Cryopreserved MSC must be stored between -196oC to -150oC, in a secure, monitored, alarmed tank.

2. The temperature of the storage tank must be continuously monitored.

3. Following receipt of cryopreserved MSC, place product (encased in metal cassette) in pre-identified positions within the storage tank.

4. Record location of products in the tank inventory.

5. On completion of the clinical trial, actions to be taken in regard to any products remaining in storage are to be determined in consultation with (Insert manufacturer’s name). 
Thawing and preparation for infusion

Prior to preparing cells, confirm that patient and clinical staff are ready for the infusion.

Cell should be thawed and prepared as close as possible to time of infusion. However, cells are viable for up to (Insert validated time) hours at room temperature post thaw.

Reagents & Materials

	Alaris Products Smartsite add-on bag access device

	Diluent

	water bath (cleaned)
	sterile towels
	Medi-swabs

	sterile gloves
	70% alcohol
	sterile plastic bag

	0.9% sterile saline (1000mL)
	tissues
	transport container (esky)

	cryoprotective gloves
	
	Viraclean

	large forceps
	
	

	sterile drawstring bags
	
	

	calibrated thermometer
	
	


Cleaning the water bath

1. Empty saline

2. Rinse with distilled water 

3. Spray with Viraclean and leave for 10min

4. Rinse with 70% alcohol

5. Wipe and allow to dry

Preparing the water bath

1. Prepare the water bath approx 30-60min before anticipated infusion.

2. Check water bath has been cleaned according to the cleaning procedure above.

3. Fill water bath with sterile saline. Depending on the size of the bath, 3-6L saline may be required. Saline may be pre-warmed to reduce preparation time.

4. Heat to 36-40oC.

Thawing and preparing MSC

The allocated MSC product may be removed from the cryogenic storage tank and placed in the dry shipper for close proximity to the water bath.

1. Record thaw information on the MSC Thaw Form FORM103, provided by (Insert manufacturer’s name).

2. Without completely removing allocated MSC products from cryogenic storage/dry shipper, check product label against infusion documentation and bag integrity.

3. Lay sterile towel on bench and prepare work area using sterile gloves.

4. Record temperature of water bath and time thaw commences. 

5. Remove the product from metal cassette and place in sterile drawstring bag.

6. Submerge product in the water bath, taking care to keep the neck of the drawstring bag out of the saline to ensure no liquid enters the bag.

7. Gently massage bag contents. 

8. Check for leaks and continue to thaw until last ice crystals are just present. Do not allow the product to reach water bath temperature.

9. Record time thaw completed.

10. Remove product bag from the outer drawstring bag.

11. Lay product bag on sterile towel and clean with 70% alcohol. Wipe dry with tissue. 

12. Spray product bag ports with sterile alcohol and dry. 

13. Insert bag access device into port of product bag.

14. Add equal volume of diluent (10mL or 20mL) through side access.

15. Record required information on the final product label, including:

· recipient identifiers (at least two)

· thaw date and time

· expiry date and time (5 hours post thaw, stored at room temperature)
· total volume (after addition of diluent)
16. Attach one copy of the new label to each product bag. Attach an original label to the MSC Thaw Form.
17. Place prepared MSC product and the syringes of saline in a sterile plastic bag. 

18. Place the bag and documentation in a protective container for transport to clinical treatment area.

19. Clinical staff to check recipient and product identifiers, perform infusion and complete the Cell Therapy Infusion Form FORM116, as per MSC Infusion DOC68.

20. Clean the water bath, as per the cleaning procedure.

documents

Infusion Information DOC40
MSC Infusion DOC68

Transport DOC46
Forms

Cell Therapy Infusion Form FORM116
MSC Thaw Form FORM103
Shipping Form FORM59
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